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76 Federal Register 39111 (5 July 2011). 

Dear Sir or Madam; 

The Natural Products Association (NPA) is submitting this letter as general 
comment to docket FDA-2011-D-0376; comments relevant to the draft guidance for the 
New Dietary Ingredient Notifications and Related Issues, which was posted in the 
Federal Register on July 5, 2011. Founded in 1936, the mission of the NPA is to 
advocate for the rights of consumers to have access to products that will maintain and 
improve their health, and for the rights of retailers and suppliers to sell these products. 
We are the oldest and largest trade association in the natural products industry 
representing over 1,900 members accounting for approximately 10,000 retailers, 


manufacturers, and suppliers of natural products. 


NPA appreciates the extension the Food and Drug Administration (FDA or the 


agency) provided on the comment period for the New Dietary Ingredient (NDI) draft 


guidance;* with a document of this size and importance, the extra 60 days to review the 
document and draft comments was necessary. The NDI draft guidance provision was 
written into the Food Safety Modernization Act (FSMA) to set a deadline for publication 
of a guidance document. FSMA stated the guidance was to clarify: 
when a dietary supplement ingredient is a new dietary ingredient, when the 
manufacturer or distributor of a dietary ingredient or dietary supplement should 
provide the Secretary with information as described in section 413(a)(2) of the 
Federal Food, Drug, and Cosmetic Act, the evidence needed to document the 
safety of new dietary ingredients, and appropriate methods for establishing the 


identity of a new dietary ingredient.” 


NPA takes serious issue with the overstepping by FDA in this draft guidance. The 
NDI draft guidance completely eviscerates the food additive prohibitions that Congress 
so carefully placed in the Dietary Supplement Health and Education Act (DSHEA), and 
also contravenes the deep-rooted DSHEA policy in favor of consumer freedom of 
choice and support for smaller businesses. NPA acknowledges the importance of FDA 
issuing a draft guidance in this critical area and was one of the leading associations 
requesting such a guidance for industry and for consumer protection. However, we 
believe that the draft guidance should be substantially rewritten. We at NPA will provide 
whatever assistance we can in this process to provide industry with the clarity it seeks in 


a manner consistent with the law. 


176 Federal Register 55927 (9 Sept 2011). 
? FDA Food Safety Modernization Act § 113(b). 


Safety is, of course, of the utmost importance but there are ways to protect safety 
without doing unnecessary economic harm. DSHEA was designed to ensure consumer 
access to safe supplements and the FDA is obligated to implement this law based on 
that principle. However, we believe the draft guidance as currently written sets up 
inappropriate barriers to market entry, imposes food additive criteria, and requires 


multiple NDI notifications for dietary supplements beyond those required by law. 


NPA believes the draft guidance will have a chilling effect on the dietary supplement 
industry if enforced as it is currently written. This industry is composed predominantly of 
small businesses and the high costs of complying with this draft guidance would drive 


many out of business. 


NPA proposes the following ways the draft guidance should be improved; the order 
in which these points are presented does not necessarily imply a level of relative 
importance. The absence of comments on any portion of the draft guidance does not 


imply NPA agrees with that portion, unless such agreement is specifically stated. 


1. FDA should refrain from shifting the obligation to prove an ingredient’s 
grandfathered status and accept industry developed lists as a rebuttable 


presumption of grandfathered status. 


NPA believes the draft guidance places many products in jeopardy by putting the 


responsibility for proving an ingredient’s pre-DSHEA status on industry as opposed to 


FDA. The current language suggests that each dietary supplement company would 
have a legal obligation to affirm that its products contain only pre-DSHEA dietary 
ingredients. If companies cannot compile documentation to prove an ingredient’s pre- 
DSHEA status, they will have to file NDI safety submissions or take their products off 


the market.° 


FDA demands verifiable objective documentation from the time of marketing and 
states that affidavits alone are not adequate to establish prior marketing of a substance 
as an old dietary ingredient.* However, requiring these records be kept for 17 years 


since DSHEA was passed goes beyond what was envisioned in DSHEA. 


NPA believes that there is no affirmative obligation for every dietary supplement 
company to demonstrate marketing of a pre-DSHEA dietary ingredient before using said 
ingredient. Rather, the responsibility should be on FDA to document an ingredient has a 
safety problem and request data on its history of use. FDA should discontinue the 
requirement that every manufacturer and supplier has an obligation to document each 


ingredient as pre-DSHEA prior to its use in a Supplement. 


Additionally, the draft guidance states FDA will not accept the pre-DSHEA dietary 
ingredient lists of the National Nutritional Foods Association (NNFA, now known as 
NPA), Council for Responsible Nutrition (CRN), American Herbal Products Association 


(AHPA) or United Natural Products Alliance (UNPA) as proof that a dietary ingredient is 


3 Draft Guidance for Industry: Dietary Supplements: New Dietary Ingredient Notifications and Related 
Issues. § IV.A.8-10. 
* Id. § IV.A.8. 


grandfathered.” However, the documentation FDA requires in the draft guidance, 
needed to prove an ingredient has pre-DSHEA status, is extensive and disadvantages 
newer members of the industry who would not have these records. NPA believes a 
reference list — such as the aforementioned industry lists — should be available for both 


industry use as well as agency use. 


These industry lists are compilations of ingredients believed to be marketed in the 
U.S. before October 15, 1994 — thus, pre-DSHEA ingredients. The NNFA list is 
organized into several categories and does include, for example, some “drug” 
ingredients and “capsule and tablet ingredients” that might not be true dietary 
ingredients. These were included at the time because they were commonly found in 
dietary supplements. The CRN list relists most of the ingredients in the NNFA list and 
adds approximately 300 other ingredients. These additional ingredients are ingredients 
that its members had “asserted were in use prior to October 15, 1994.” The AHPA list 
consists almost exclusively of plant names, though includes some non-plant ingredients. 
Some listed ingredients include plant species that are no longer permitted to be sold in 
dietary supplements, such as six species of Ephedra. And, finally, the UNPA list relists 


most of the previous three lists and includes some added ingredients. 


If FDA has any doubts about the safety profile of ingredients included on these 
industry lists, they should certainly raise this issue with the appropriate association and 


make it known to industry that the ingredient is not considered to have pre-DSHEA 


5 Id. § IV.A.10. 


status. NPA believes that any viable safety issue raised by FDA should be dealt with in 
a transparent fashion, clearly stating to industry what the issue is and how industry must 


handle it. 


NPA does not agree with the FDA’s reason for not accepting the inclusion of an 
ingredient on an industry list as proof that the ingredient is not a NDI. The introduction to 
CRN’s list states that inclusion on the list “does not constitute verification” that an 
ingredient is pre-DSHEA and that there “is no definitive list of ‘grandfathered’ dietary 


ingredients.”° 


This just verifies that the industry lists were intended to be used as a point 
of reference for industry, industry lawyers, consultants, and even agency personnel and 
are stated to be used as such. FDA should accept the submitted industry lists as a 


rebuttable presumption of pre-DSHEA status. 


Additionally, NPA supports the idea of opening up a docket for a specified period of 
time during which companies can submit documentation to substantiate the pre-DSHEA 
status of ingredients, specifically those from industry lists about which FDA has 
expressed doubt. During this window, companies can submit documents (Such as sales 
records, advertisements, product catalogs, etc.) affirming that specific dietary 
ingredients were indeed in commerce before DSHEA, as well as any manufacturing 
processes or detailed ingredient information that was not previously indicated in the 


industry lists. 


2. FDA should clarify the 75-day review period. 


The draft guidance suggests there is a trigger for FDA to stop and restart the 75-day 
time limit for reviewing an NDI submission by defining “the date when FDA receives a 
complete notification [as] the date of filing [which] is the start of the 75-day premarket 
review period.”” NPA requests that FDA clarify what would make a notification 
incomplete; that is, we believe the only reason FDA should label a submission as 


incomplete is due to a missing technical feature, e.g., signature, contact information. 


NPA also requests that FDA clarify the process when a submission is found to have 
inadequate data as determined by an FDA reviewer; that is, it should not immediately 
be a basis for an FDA objection or the consequence of a failure to file. We understand 
that some companies are not providing adequate information with the original 
submission and that FDA has to request this information in follow up communications. 
As opposed to restarting the 75-day review period each time the company adds 
substantive information, NPA requests that the agency implement an extension to the 
original 75-day review period for as long as 25 days. This solution might not be 
applicable in all situations but we believe using it judiciously would allow FDA 
appropriate time to review the added information while giving the submitting company a 


discrete period of time during which to expect a response from FDA. 


7 Id. § V.B.1. 


3. FDA should not require product-specific submissions. 


The draft guidance purports to require submission of a safety notification for each 
and every dietary supplement that contains a new dietary ingredient (NDI). Specifically, 
it is written to extend the NDI notification requirement to all dietary supplements that 
contain an NDI if the supplement has different conditions of use and/or contains “other 


dietary ingredients that were not included in your original NDI notification.”® 


It should not be the responsibility of industry to submit notifications for every 
combination of dietary ingredients. DSHEA places the burden on FDA to prove that 
dietary supplements are unsafe.? Rather than requiring notifications for each and every 
supplement containing an NDI, FDA should, in a transparent fashion, publish 
combinations of ingredients from successful NDI filings that do not require a subsequent 
filing. This is especially evident when dealing with an ingredient such as calcium that 
has been demonstrated to be safe under myriad conditions and after years of use. Not 


every single change should require a new submission. 


NPA agrees with FDA that safety is of the greatest importance; requiring carbon 
copy NDI submissions for each dietary ingredient combination does not necessarily 
make for safer supplements. Rather, FDA should allow a system for suppliers of the 
actual NDI to submit the detailed ingredient information as well as the full safety profile 


for the new dietary ingredient. Subsequent manufacturers using the identical NDI will 


ê id. § IV.C.1. 
° Federal Food, Drug, and Cosmetic Act. § 402(f)(1). 


not need to subsequently submit a full filing. They would need to merely reference the 
previous submission and add in any appropriate formulation information regarding the 
finished supplement and/or safety data to account for the addition of other dietary 
ingredients not described, either specifically or generically, in the original submission. 
Whether this system is referred to as an “administrative” filing or some other name, FDA 


should clarify when this type of filing is allowed and what is required. 


4. FDA should clarify the expectation that each manufacturer must submit a 


notification for identical products. 


According to the draft guidance, FDA places “the obligation for submitting the 
notification on each manufacturer or distributor;”*° however, interim communication with 
FDA personnel has left this obligation open to debate. Specifically, a situation was 
described whereby a manufacturer produces a finished dietary supplement that consists 
only of a new dietary ingredient that has already been through a successful NDI 
notification by the supplier, is not combined with any other dietary ingredients, and stays 
within the defined parameters (conditions of use, formulation definitions, etc.) of the 
original NDI notification. The question was posed if the manufacturer needs to submit 
an NDI notification in addition to the ingredient supplier. FDA confirmed it is not 


necessary and that the product manufacturer has met what is required in the law. 


*° Draft Guidance for Industry: Dietary Supplements: New Dietary Ingredient Notifications and Related 
Issues. § IV.C.2. 

= Benninger, J. (18 Oct 2011). “FDA Clarifies NDI Notification for Supplements vs. Ingredients.” Natural 
Products Insider. Retrieved from http://www.naturalproductsinsider.com/blogs/jon/2011/10/fda-clarifies- 
ndi-notification-for-supplement.aspx 


We understand the importance of having a complete safety profile for each use of an 
NDI; however, the FDA must exercise some flexibility as to whether the ingredient 
supplier or the finished supplement manufacturer must submit the NDI notification. NPA 
believes it is important that FDA explain in more detail who is responsible for submitting 
a notification. Additionally, FDA should clarify an exception for manufacturers or 
distributors who have been licensed by the original notifier to manufacture the same 
dietary ingredient, in which case, a separate notification is not needed. NPA 
recommends the “administrative” filing system described above to alleviate the 


concerns expressed here. 


5. FDA should avoid the need for a food additive testing level for NDI 


notifications. 


The draft guidance specifies a level of testing that raises the NDI notification process 
to the rigor of a food additive provision. In fact, the current wording goes as far as to 
utilize food chemical references from the Food Additive Safety division in the draft 
guidance, leading manufacturers to believe this is the level of testing required when 
history of use data is not available.’* While FDA has explained that the reference to the 


"13 the fact remains that most of the 


Redbook is only “useful guidelines for safety testing, 
scientific standards listed in the draft guidance would be matched with the standards 


applied to food additives. 


” Draft Guidance for Industry: Dietary Supplements: New Dietary Ingredient Notifications and Related 
Issues. § VI.B.23. 
* Id. 


10 


NPA believes this is going above and beyond what Congress stipulated in the law. 
Congress emphasized in DSHEA that dietary supplements are not to be regulated as 
food additives. NPA suggests that before finalizing the draft guidance, FDA remove the 
currently suggested level of testing data and, instead, describe options that are in line 


with Congress's original intent — not the food additive provision. 


While marketing safe products is the most important aspect, the tests prescribed in 
this draft guidance go far beyond what is required to conclude a dietary ingredient will 
“reasonably be expected to be safe.” NPA cautions that FDA’s guidelines should not 
establish inflexible requirements. The types of data available for dietary ingredients vary 
widely — from long documented history of use, to clinical studies, to observational 
reviews. The kinds of data available also may change over time. NPA is concerned that 
FDA’s requirements do not become a mechanism to stifle or halt NDI submissions by 


presenting an almost insurmountable barrier for acceptance. 


To adequately reflect this reality, FDA should exercise flexibility in the types of 
evidence required. NPA believes FDA should apply the approach of suggesting levels of 
testing data dependent on the type of NDI: 

e New chemical entity — the necessary testing level depends on the compound 

and, possibly, what other chemical entity it is similar to. In this case, NPA 
recommends a pre-submission conference with FDA as a desirable and effective 


starting point. 


14 21 CFR § 190.6(a). 
11 


e New manufacturing process for an existing ingredient — this situation depends on 
the type of process and how it affected the ingredient; but the more similar to the 
existing ingredient, the less information required. For example, if an extract of a 
plant is at the same activity level as the previous type of extract, then just 
showing the improved purity profile should be enough. 

e New mineral form of an existing labile moiety — this situation should depend on 
the safety of the ingredient in the body once it separates. All that should be 
required is a simple notification with perhaps some chemistry showing that the 
separation is complete and both separate moieties have already been 
determined to be safe. 

Taking this approach will allow flexibility in the testing level without setting a 


subjectively high bar for future NDI submissions. 


6. FDA should open up the definition of what does not constitute chemical 


alteration. 


The draft guidance broadly interprets a provision of DSHEA that states if an old 
ingredient is “chemically altered,” it becomes an NDI. While NPA agrees that a 
chemically altered dietary ingredient should go through a safety notification, we do not 
agree with FDA's restricted definition of which processes do not constitute chemical 
alteration. Congress identified examples of manufacturing processes that did not 
constitute chemical alteration: “[c]hemical alteration does not include a product that was 


subjected to minor loss of volatile components, dehydration, lyophilization, milling, 


* Id. § 190.6(a). 
12 


tincture or solution in water, slurry, powder or solid in suspension.”*© Clearly, many 
forms of processing have been left off this list. As at least one court has noted, 
Congress does not decide what is legislative history.*” FDA is not bound to this limited, 


and now out-dated, definition. 


FDA considers the foregoing of manufacturing processes exhaustive. There are 
processes that do not chemically alter a dietary ingredient that are not included in that 
list and some of the processes listed could result in chemical alteration. This deserves 
better scientific thought by FDA with input from industry and academia. The definition of 
what constitutes chemical alteration should be based on whether or not the final dietary 
ingredient is chemically the same as the original ingredient or, if it has been altered, not 


on a short list of manufacturing processes hastily conceived almost 20 years ago. 


7. FDA should clarify the NDI filing implications of ingredient activity as opposed 


to concentration. 


The draft guidance states that a separate NDI notification is not needed for a 
different dietary supplement containing the same NDI as long as certain conditions are 
met, such as “the daily intake level recommended or suggested in the labeling of the 
new supplement will be equal to or less than that specified in your prior NDI notification” 


and “all other conditions of use are the same as or more restrictive” than the original 


*® 140 Congressional Record S 14801, Congressional “Statement of Agreement” on DSHEA (October 7, 
1994) point 5. 

1 Pharmanex, Inc. v. Shalala, 221 F.3d 1151 (10™ Cir 2000). 

*8 Draft Guidance for Industry: Dietary Supplements: New Dietary Ingredient Notifications and Related 
Issues. § IV.B.3. 
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conditions of use described in the NDI notification.*? Some dietary ingredients (e.g., 
enzymes, probiotics) are added to supplements based on the activity level, or units of 
activity, of the ingredient as opposed to concentration. FDA should clarify that the same 


is true for products where the level is stated in units of activity. 


FDA does reference some enzyme-specific information that is necessary for the 
submission: “the specifications portion of the identity section of your notification should 
describe ... the specifications for enzyme activity in the NDI, and the acceptance criteria 
for enzyme activity and for the number of units of activity per serving of the NDI in the 
dietary supplement.” However, it is not clear whether adjusting the amount of the 
dietary ingredient in the supplement to reach a previously specified activity level would 
require a new NDI submission. FDA should clarify the expectation for dosing level for 


these dietary ingredients that can be dependent on activity level. 


8. FDA should clarify the status of microbial ingredients as dietary ingredients. 


The draft guidance states that “not all bacterial microorganisms are dietary 
ingredients, and a microorganism that is not a dietary ingredient cannot be a NDI.” 
NPA understands FDA’s position on this matter regarding safety but additional 
Clarification is needed as to which bacterial microorganisms are considered dietary 
ingredients. An example of this would be probiotics, which are live microorganisms that 


confer a health benefit, as opposed to pathogenic bacteria, which “are not dietary 


19 id. § IV.C.1. 
20 Id. § VI.A.16. 
21 Id. § IV.C.3. 
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ingredients even though they may have been inadvertently present in foods as 
contaminants.” FDA should clarify that probiotics are permitted dietary ingredients as 


long as they are not proven by FDA to be unsafe.” 


9. FDA should reevaluate the status of synthetic constituents as dietary 


ingredients. 


The draft guidance states FDA’s interpretation that as a matter of law, synthetic 
constituents and extracts of botanicals do not qualify as dietary ingredients under the 
Act §201(ff)(1)(F) because these were “never part of the botanical” and were “not 
actually extracted from the botanical,” respectively.” NPA understands that FDA’s 
position on this matter is based on its interpretation that a synthetic compound is not a 


constituent “of”? 


an herb or other botanical. However, in the past the agency has not 
differentiated between natural and synthetic forms of dietary ingredients, e.g., vitamins, 


minerals, or amino acids, whether in dietary supplements or in conventional foods. 


NPA requests that FDA revise its current thinking regarding synthetic botanical 
constituents to permit them as dietary ingredients. As the focus of public health is 
safety, synthetic botanical constituents should be evaluated based only on whether they 


can be safely used in dietary supplements. 


2? Id. 

?3 Federal Food, Drug, and Cosmetic Act. § 201(ff)(1)(E). 

*4 Draft Guidance for Industry: Dietary Supplements: New Dietary Ingredient Notifications and Related 
Issues. § IV.D.2. 

°° Federal Food, Drug, and Cosmetic Act. § 201(ff)(1)(F). 
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10. FDA should clarify what constitutes investigation as a new drug. 


The draft guidance reiterates the DSHEA provision that if an ingredient is part of a 
publicly available, substantial investigational new drug application (IND), it cannot be a 


dietary ingredient unless it was first marketed as a dietary ingredient.*° 


NPA requests 
additional clarification about this provision. Many researchers have found they are 
required to file an IND in order to get clearance from institutional review boards (IRB) to 


conduct any clinical research. Because of this, it is unclear what “substantial clinical 


investigation” includes.” Much more guidance is needed on this definition. 


11. FDA should take all precautions to protect intellectual property. 


NPA is concerned with ensuring confidentiality associated with the intellectual 
property of ingredients that undergo the NDI submission process. The draft guidance 
currently places the onus on companies to identify intellectual property or confidential 
commercial information. Once the 75-day review period has lapsed for an NDI 
submission, it is important that FDA identify which sections of the NDI filing will be 
considered commercial trade secrets. NPA recommends that Dockets write to the 
submitting company to confirm which pages of each NDI submission will be considered 
as business confidential and accordingly redacted. Additionally, we ask FDA to revise 
the draft guidance to implement a system (e.g., a numbering protocol) to clarify original 


filings from any subsequent filings related to the same ingredient. 


ê Draft Guidance for Industry: Dietary Supplements: New Dietary Ingredient Notifications and Related 
Issues. § IV.D.7-11. 
? Id. § IV.D.8. 
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Ultimately, NPA shares FDA’s opinion that safety of dietary supplements should be 
the highest priority; however, we believe that many provisions in this draft guidance are 
not consistent with DSHEA and will not make dietary supplements safer. The points we 
have introduced above should be addressed before the draft guidance is reissued to 
ensure that the dietary supplement industry completely understands the NDI notification 
system. Additionally, while any guidance document does not constitute a legal 
requirement, NPA urges that FDA make clear that it is not already following this draft 


guidance when making enforcement decisions. 


We would request the opportunity to participate in any forum where these matters 
may be discussed further. 


Respectfully submitted, 


T| F. 
f 4 


John Gay, CAE Cara Welch, Ph.D. 


Executive Director and CEO Vice President, Scientific & Regulatory Affairs 


cc: Jeff Wright, President 


Scott Bass, Sidley Austin, LLP 
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